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Period for Reply 



A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE 3 MONTH(S) FROM 
THE MAILING DATE OF THIS COMMUNICATION. 

- Extensions of time may be available under the provisions of 37 CFR 1 .136(a). In no event, however, may a reply be timely filed 
after SIX (6) MONTHS from the mailing date of this communication. 

• If the period for reply specified above is less than thirty (30) days, a reply within the statutory minimum of thirty (30) days will be considered timely. 

- If NO period for reply is specified above, the maximum statutory period will apply and will expire SIX (6) MONTHS from the mailing date of this communication. 

- Failure to reply within the set or extended period for reply will, by statute, cause the application to become ABANDONED (35 U.S.C. § 133). 
Any reply received by the Office later than three months after the mailing date of this communication, even if timely filed, may reduce any 
earned patent term adjustment. See 37 CFR 1.704(b). 

Status 

1)S Responsive to communication(s) filed on 19 April 2005 . 
2a)l3 This action is FINAL. 2b)n This action is non-final. 

3) n Since this application is in condition for allowance except for fonnal matters, prosecution as to the merits is 

closed in accordance with the practice under Ex parte Quayle, 1935 CD. 11, 453 O.G. 213. 

Disposition of Claims 

4) 13 Claim(s) 1 and 4 is/are pending in the application. 

4a) Of the above claim(s) is/are withdrawn from consideration. 

5) 0 Claim{s) is/are allowed. 

6) 13 Claim(s) 1 and 4 is/are rejected. 

Claim(s) is/are objected to. 

8) n Claim(s) are subject to restriction and/or election requirement. 

Application Papers 

9) 0 The specification is objected to by the Examiner. 

10) 13 The drawing(s) filed on &28/0t4/7/03 is/are: b)M accepted or b)^ objected to by the Examiner. 

Applicant may not request that any objection to the drawing(s) be held in abeyance. See 37 CFR 1 .85(a). 
Replacement drawing sheet(s) including the correction is required if the drawing(s) is objected to. See 37 CFR 1.121(d). 

1 1) n The oath or declaration is objected to by the Examiner. Note the attached Office Action or fonri PTO-152. 

Priority under 35 U.S.C. § 119 

12) 0 Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 119(a)-(d) or (f). 
a)n All b)n Some * c)^ None of: 

1 .□ Certified copies of the priority documents have been received. 

2. n Certified copies of the priority documents have been received in Application No. . 

3. n Copies of the certified copies of the priority documents have been received in this National Stage 

application from the International Bureau (PCT Rule 17.2(a)). 
* See the attached detailed Office action for a list of the certified copies not received. 
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DETAILED ACTION 

Claims 1 and 4 are pending in the application. 

This Office Action is in response to the Amendment filed on 4/19/05. 

Response to Amendment 
The rejection of claims 1 and 4 under 35 U. S.C.I 12 1^^ paragraph is maintained for 
reasons set forth of the record mailed on 1 1/15/04 and further discussed below. 

The rejection of claims 1 and 4 under 35 U.S.C. 102 (e) is maintained for reasons set 
forth of the record mailed on 1 1/15/05 and further discussed below. 

Response to Arguments 
Claim Rejections - 35 USC§112 
Claims land 4 are rejected under 35 U.S.C. 112, first paragraph, as failing to comply with 
the written description requirement. The claim(s) contains subject matter which was not 
described in the specification in such a way as to reasonably convey to one skilled in the relevant 
art that the inventor(s), at the time the application was filed, had possession of the claimed 
invention. 

In response to this rejection, AppUcants argue that the specification provides sufficient 
description for the claimed genus of bifunctional linker arm. Applicants point to the teaching in 
the specification which defines the term "bifunctional linker" as a compound that can link two 
additional conqjounds together by chemically interacting with both of them simultaneously, and 
gives an example of such a compound. AppUcants also cite the disclosure in the General 
Description section, "Following activation of the carboxyl functional group. . . Such a linker arm 
serves several functions. It provides needed distance between the label and the oligonucleotide, 
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a functional group, in this case an amine. . .in this case a hydroxy 1, which will ultimately allow 
for the coupling to the 5' hydroxyl of a support-bound protected ohgonucleotide." Applicants 
assert that such descriptions fully describe the essential structure of said bifunctional linker that 
that is responsible for a bifunctional linker. Further, Applicants argue that the amended claims 
now recite the structure of the bifunctional linker comprises a "hydrocarbon chain," which is 
demonstrated in Table 1, 2, 3 and Figures lA-B, 2A-B, 3-5 of the application. Apphcants assert 
that a representative number of species of bifunctional linker arms is thus described in said 
drawings and tables. Applicants thus conclude that the written description requirement is 
satisfied. 

The above arguments have been fully considered but deemed unpersuasive. The detailed 
reasons for lack of description of the claimed bifunctional Unker were discussed in detail in the 
previous office action. In response to Applicant's argument, Applicant is reminded that the 
claimed genus of bifunctional linker enconq^asses potentially a large genus of compounds which 
comprise a hydrocarbon chain of varying length (1 to infinite length) or structure (i.e., straight, 
branch, or cycUc), a protected secondary amine, and a hydroxyl group. This claimed genus 
comprises a large number of species of conpounds may have function that is unrelated to 
bifunctional linker, and unrelated to each other. The paragraphs cited by Apphcants describe the 
functional aspects of said bifunctional linker, but not the complete structure for the claimed 
genus of bifunctional linker. It is well known in the art that the function of a chemical 
compound is determined by its complete structure, not by a single group. As such, the function 
of the bifunctional linker such as "providing the needed distance" and "linking the support bound 
oligonucleotide and the label" is determined by the complete structure of the bifunctional linker. 
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not any con5)ound that con5)rises a protected secondary amine, a hydroxyl group and a 
hydrocarbon chain of any kind. The specification only discloses a phosphoramidite bifunctional 
linker. The linker compound listed in Tables 1, 2, 3 has ahnost the same structure (the linker in 
Table 1 only differs in the length of carbon chain from 1 to 5), which is a phosphoramidite 
bifunctional linker. There is no other chemical structure of a bifunctional linker depicted in 
Figures 1-5 except the phosphoramidite bifunctional linker in Figure 2A (which is same as those 
listed in Tables 2-3). In view of the huge genus as claimed, the disclosure of a phosphoramidite 
bifunctional linker does not constitutes a representative number of species for this vast genus, 
thus the specification fails to describe the conplete structure for the claimed genus of 
compounds. Although the specification describes the function of the bifunctional linker, the 
structural and functional relationship between the claimed compounds and function is missing. 
Therefore, the written description requirement is not met. This rejection is thus maintained. 

Claim Rejections - 35 USC §102 

The following is a quotation of the appropriate paragraphs of 35 U.S. C. 102 that form the 
basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 

(e) the invention was described in (1) an application for patent, published under section 122(b), by another filed 
in the United States before the invention by the applicant for patent or (2) a patent granted on an application for 
patent by another filed in the United States before the invention by the applicant for patent, except that an 
international application filed under the treaty defined in section 35 1(a) shall have the effects for purposes of this 
subsection of an application filed in the United States only if the international application designated the United 
States and was published under Article 21(2) of such treaty in the English language. 

Claims 1 and 4 are rejected under 35 U.S.C. 102(e) as being anticipated by Vinayak (US 
6,255,476). 

In response to this rejection, Applicants argue this reference is previously cited and 
withdrawn in view of AppUcants' rebuttal. AppUcants assert that the Examiner should not 
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reapply this reference according to the guidance given in MPEP to avoid piecemeal examination 
and undue multiplication of references. Applicants further assert that Vinayak et al. do not 
anticipate the instant claims because this reference is silent on an unactivated label which is 
subsequently reacted, in situ, to form an activated label. Applicants cited a paragraph from 
Vinayak stating "a pre-activated label is covalently attached to 5 to yield the labeled support 6" 
to demonstrate that the activation of the label does not occur in situ. Apphcants assert that the 
present invention as disclosed in Figure 3 describes an "in situ-produced activated TMR," and 
this limitation is not taught by Vinayak et al. Applicants thus conclude Vinayak et al. fail to 
describe every element of the claimed invention, and the rejection should be withdrawn. 

The above arguments have been fiilly considered but deemed unpersuasive. The claims 
are anticipated by Vinayak et al. for reason set forth of the record mailed on 1 1/1 5/05. In 
response to Apphcants' argument with regard to reapplication of the Vinayak reference, the 
Examiner directs Apphcants' attention to the claims filed on 4/7/03 and the office action mailed 
on 6/17/03. Clearly as stated in the office action mailed on 6/17/03 (see page 2), the rejection is 
withdrawn because Applicants amendment of the claims (see claims filed on 4/7/03), not because 
Applicant's successful rebuttal of the art. However, in the response filed on 12/22/03, 
Applicants amended the claims to the current scope, wherein the reference anticipates the claims. 
As such, the examiner did not ignore the guideline from MPEP, the reapphcation of the reference 
is solely based on Apphcants' amendment of the claims, which is not against any rules set forth 
by MPEP. 

In response to Apphcants' argument with regard to in situ activation, Applicants is 
reminded that such limitation needs to be interpreted in the context of the claims in view of the 
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art. The specification does not define "m situ activated/unactivated label," wherein it is unclear 
how to interpret "m situ reaction" in the context of a chemical reaction where it does not occur in 
a cell or organism The Webster dictionary interprets this term as "in position, in the natural or 
original position or place," However, in the context of the claims 1 and 4, it is unclear what is 
this natural or original position of the label. Figure 3 does not illustrate this "natural or original 
position" of the label either. As such, the step c) of claims 1 and 4 is interpreted as an 
unactivated label being activated by certain means and such activation occurs before the label 
reacts with the support bound Unker-oligonucleotide. The term "pre-activated label" in col. 9 of 
Vinayak et al. still anticipates the claims because it simply means that the label is activated 
before it reacts with the support linker. Furthermore, Vinayak et al. also disclose that "prior or 
separate activation/pre-activation of a label functionality is not necessary to the practice of the 
present invention," which means the activation can occur simultaneously with the labeling 
reaction in the presence of coupUng agent such as HBTU (see Figure 7, and 13, 2^^^ paragraph). 
As such, if the in situ activation as claimed means the activation of label and reaction with 
support bound linker occurs at same position, the Vinayak reference still anticipates the claims. 
Therefore, for reasons set forth in the previous office action and above, this rejection is 
maintained. 

Conclusion 

No claims are allowed. 

TfflS ACTION IS MADE FINAL. Applicant is reminded of the extension of time 
policy as set forth in 37 CFR 1.136(a). 
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A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within TWO 
MONTHS of the mailing date of this final action and the advisory action is not mailed until after 
the end of the THREE-MONTH shortened statutory period, then the shortened statutory period 
will expire on the date the advisory action is mailed, and any extension fee pursuant to 37 
CFR 1 , 1 36(a) will be calculated from the mailing date of the advisory action. In no event, 
however, will the statutory period for reply expire later than SIX MONTHS from the mailing 
date of this final action. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Celine X. Qian Ph.D. whose telephone number is 571-272-0777. 
The examiner can normally be reached on 9:30-6:00 M-F. 

If attempts to reach the examiner by telephone are unsuccessftil, the examiner's 
supervisor, Remy Yucel Ph.D. can be reached on 571-272-0781 . The fax phone number for the 
organization where this application or proceeding is assigned is 703-872-9306. 

Information regarding the status of an appUcation rmy be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for pubhshed apphcations 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
apphcations is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). 
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